Appendix 7: Forest plots [posted as supplied by author]
Figure 3: Zanamivir versus placebo for treatment. Time to first alleviation of symptoms in adult treatment

[days].
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Figure 4: Zanamivir versus placebo for treatment. Time to first alleviation of symptoms in
children (days).
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Figure S: Time to first alleviation of symptoms in adults by infection status
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Figure 6: Zanamivir versus placebo for prophylaxis. Symptomatic influenza in prophylaxis of

individuals.

Zanamivir  Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight [V, Random, 5% Cl IV, Random, 95% Cl
167101 3 160 6156 13.7% 0490012 1.97] —
NAIIN034 § 1678 23 1685 19.7% 017 [0.06 0.A0] ——
NAIRIN04 19 40 23 M8 33% 063036 1.27] —
NAIRI00G 11853 M 884 324%  0.32[017 063 —
Total {95% Cl) 2631 2644 100.0%  0.39[0.22 0.70] <
Total events 3 i

Heterogeneity Talf= 015 ChiF=5.48 df=3(F=0.14) F= 45%

Testfor overall effect 2= 317 (P = 0.002)

oo o1 1 10100
Favours zanamivir Favours placebo



Figure 7: Zanamivir versus placebo for prophylaxis. Symptomatic influenza in post-exposure
prophylaxis of households.
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Figure 8: Zanamivir versus placebo for prophylaxis. Asymptomatic influenza in post-
exposure prophylaxis of individuals.
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Figure 9: Zanamivir versus placebo for prophylaxis. Asymptomatic influenza in post-

exposure prophylaxis of households.

Risk Rafio

Total Weight [V, Random, 95% Cl

Risk Ratio

IV, Random, 95% Cl

Zanamivir Placebo
Study or Subgroup  Events Tofal Events
MAI0010 15 169 15 168
MAIIN0H 26 245 24 242
MAAB2009 44 43 10 144
MARZO0G T 44 T 15
MAIB2006 73l LAY,
Total (95% Cl) 024 601
Total events 4 fifi

Heterogenedty: Tau®=0.00: Chi*=0.80 df=4 (F=0.44) F=0%
Testfor overall effect £=0.78 (P = 0.43)

20.5%
37.6%
37.4%
1.3%
3.2%

100.0%

.99 [0.50,1.57]
0.83 051, 1.41]
0.91[0.55, 1.51]
0.31[0.02, 4.60]
0.71 (013, 357]

0.58 [0.65, 1.20]

1

¢

1

1

100

Favours zanamivir Favours placebo



Figure 10: Zanamivir versus placebo for treatment. Complications: pneumonia confirmed
with X-ray in adult treatment.
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Figure 11: Complications: Mixed verified and unverified pneumonia in adult treatment.
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Figure 12: Complications: self reported investigator mediated unverified pneumonia in adult
prophylaxis.
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Figure 13: Complications: bronchitis in adult treatment.
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Figure 14: Complications: otitis media in adult treatment.
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Figure 15: Complications: sinusitis in adult treatment.

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio

IV, Random, 95% Cl

Zanamivir Placebo

Study or Subgroup  Events Total Events Total
MAI30008 a0 262 17 263
MAI30010 7 163 1 148
MAI30011 2224 B 237
MAI30012 7191 LT
MAI30014 A3 2493 g0 2495
MAIABZ003 23 834 12 4727
MAIAZ009 g 1349 P
MAAI002 24 412 22 3h5
MAIBZ2004 ho134 1 B2
MAIBZ2007 g 37 A 183
MAIBZ001 10 227 1 228
MAIB3002 g 174 13 187
Total (95% Cl) 3429 2643
Total events 216 180

14.1%
3.9%
3.0%
4 6%

26.4%

11.1%
31%

14.3%
1.7%
5.4%
4.2%
B.1%

100.0%

1.77[1.00,3.13]
2,26 [0.60, 3.59]
0.26 [0.06,1.21]
1.53[0.46, 3.14]
093072 1.14]
0.97 [0.44, 1.43]
233091, 10.71]
0.97 [0.53, 1.64]
270 1(0.34, 22.57]
0.79[0.26, 2.34]
3,38 (043, 12.07]
0.64[0.27 1.41]

1.1210.24,1.48]

Heterogeneity: Tau*=0.06 Chi*=1566 df=11(FP=014) F=30%

Test for overall effect 7= 0.76 (F = 0.48)

| |
| ]
00 01
Favours zanamivir Favours placebo

10

100



Figure 16: Complications classified as serious or leading to study withdrawal in adult

treatment.
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Figure 17: Complications classified as serious or leading to study withdrawal in adult
prophylaxis.
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Figure 18: Adverse events: nausea and vomiting in adult treatment (on-treatment)
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